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Solid-phase synthesis
• An efficient procedure for the solid-phase parallel synthesis of 4,5-dihydro-1H-1,4-
benzodiazepine-2,3-diones commencing with resin-bound amines has been
described (Nefzi et al., Tetrahedron Lett., 2001, 42(31), 5141-5143).
• The [3+2] cycloaddition of alkynes to solid-supported nitrile oxides has been used
in the production of 3,4,5-trisubstituted isoxazoles in acceptable yields (Cereda et
al., Tetrahedron Lett., 2001, 42(30), 4951-4953).
• A sulphonium salt immobilised on solid support has been used to generate epoxides
which were subsequently opened by amine nucleophilic attack to give amino
alcohols (Peschke et al., Tetrahedron Lett., 2001, 42(30), 5127-5130).
• 2-Aryl-3-alkylindoles have been prepared on solid-phase using a palladium-
mediated heteroannulation reaction of a silylalkyne plus resin-bound o-iodoaniline
(Zhang et al., Tetrahedron Lett., 2001, 42(29), 4751-4754).
• Hydantoinimide and tetrazole derivatives have been prepared in both solution and
on solid-phase using a combination of two different Ugi reactions (Constabel and
Ugi, Tetrahedron, 2001, 57(27), 5785-5789).
• Polymer-bound 1,2-diaza-1,3-butadienes have been prepared and used in the mild
solid-phase synthesis of various heterocycles (Attanasi et al., Tetrahedron, 2001,
57(27), 5855-5863).
Solution-phase synthesis
• A novel and simple two-step solution-phase synthesis of benzimidazole libraries has
been achieved by using an Ugi, deprotection and cyclisation procedure (Tempest et
al., Tetrahedron Lett., 2001, 42(30), 4959-4962).
• Arrays of indazolinones, benzazepines and benzoxazepines have been prepared
using a solution-phase multi-component condensation and a nucleophilic aromatic
substitution (Tempest et al., Tetrahedron Lett., 2001, 42(30), 4963-4968).
Novel resins and linkers
• Depending on whether Merrifield or Wang chloro resin is used, treatment of bound
o-hydroxyacetophenone under Vilsmeier-Hack conditions yields synthetic
equivalents of 3-formylchromone and chromone respectively, useful for library
synthesis of heterocycles (Borrell et al., Tetrahedron Lett., 2001, 42(31), 5331-
5334).
• Polymer supported diphenylacetonylphosphonium bromide has been shown to be
an effective catalyst for the protection of alcohols as THP, THF and EE ethers, as
well as their subsequent deprotection (Hon et al., Tetrahedron, 2001, 57(28),
5991-6001).
Library applications
• An encoded library of chemosensor compounds has been created and used in the
discovery of novel chemosensors that are able to distinguish between random
tripeptides (Iorio et al., Bioorg. Med. Chem. Lett., 2001, 11(13), 1635-1638).
• Solution-phase techniques have been used in the parallel synthesis of non-basic
neurokinin-1 antagonists, leading to the identification of an orally active compound
with subnanomolar potency (Fritz et al., Bioorg. Med. Chem. Lett., 2001, 11(13),
1643-1646).
• A small library has been prepared and evaluated for inhibition of hepatitis C virus
helicase inhibition. Results demonstrated the importance of the presence of the
aminophenylbenzimidazole moiety in the products (Phoon et al., Bioorg. Med.
Chem. Lett., 2001, 11(13), 1647-1650).
• A small and focussed library of 1000 N-substituted glycine derivatives was
prepared in the search for novel selective glycine uptake inhibitors (Brown et al.,
Bioorg. Med. Chem. Lett., 2001, 11(15), 2007-2009).
• A small library of aminoglycoside analogues, some with weak antiviral activity, was
prepared by the use of nucleophilic substitution and reductive amination reactions
(Rosenbohm et al., Tetrahedron, 2001, 57(29), 6277-6287).
